If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

Non# _/4- 643 Ty VA
NDA#
NDA#

2. Combination product. U/k

If the product contains more than one active moiety(as defined in
Part II, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-
befofe™Epproved active moiety and one previously approved active
moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is
considered not previously approved.)

YES / / NO /

ot—— it

-

If "yes," idthify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s). '

NDA#

NDA#

—————————————

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

PART IITI THREE-YEAR EXCLUSIVITY FOR NDA’S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain “reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant." This
section should be completed only if the answer to PART II, Question
1l or 2 was "yes."
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Yes

-

1. Does the application «contain reports of c¢linical
investigations? (The Agency interprets "clinical investigations"
to medn investigations conducted on humans other than
biocavailability studies.) If the application contains clinical
investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to
question 3(a). If the answer to 3(a) is ‘"yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation.

YES / V7 NO / /
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON: PAGE 8.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as bioavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505(b) (2) application
because of iwhat is already known about a previously approved
product), or.2) there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the applicant or
available from some other source, including the published
literature) necessary to support approval of the application

or supplement?
YES / &/ NO /__/

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list _of publis ies
_-relevant to the safety and effectiveness of this drug product

and a statement that the publicly available data would not

a«0¢<) independently -support approval of the application?k —
| /

(QWM

YES /__/ _ NO /

——
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(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant‘s
conclusion? If not applicable, answer NO.

YES /__/ NO /__‘4

If yes, explain: -

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could °
independently demonstrate the safety and effectiveness of

" == this drug product? & se. -

YES /__/ No/ )
If yes, explain:

a

(c) If’Ehe answers vo (b) (1) and (b) (2) were both *no,"
identify the «clinical investigations - submitted in the
application that are essential to the approval:

[Rlicit oy AFCABS Darn misne

Studies comparing two products with the same ingredient (s) are
considered to be biocavailability studies for the purpose of this
section. : : :

3. In addition to being essential, investigations must be "new" to
support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been relied
on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the
results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application.
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a) For each investigation identified as "essential to the
approval, " has the investigation been relied on by the agency
to demonstrate the effectiveness of a previously approved drug
pProduct? (If the investigation was relied on only to support
the safety of a previously approved drug, answer "zf.")

/

——

Investigation #1 A£CA?5 §ive YES /__/ NO /
| foenty ey Y

Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each was
relied upon:

NDg 19-643

b) For each investigation identified as "essential to the
approval", does the investigation duplicate the results of
another investigation that was relied on by the agency to
support. the effectiveness of a previously approved drug
product?

F S

Investigation #1 YES / / NO /‘//7//

Invest{gation #2 YES / / NO / [/

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on:

Nbg 16-Ly3 - &eal

c) If the answers to 3(a) and 3 (b) are no, identify each "new"
investigation in the application or supplement that is
essential to the approval (i.e., the investigations listed in
#2(c), less any that are not "new"):

AELALS
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4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50
percent or more of the cost of the study.

a) For each investigation.identified in response to question
3(c): if the investigation was carried out under an IND, was
the applicant identified on the FDA 1571 as the spdnsor?

[

Investigation #1

IND YES [/ / NO /_/ Explain:

Investigation #2

YES /__/

-

i

IND #

.

NO / /  Explain:

-

(b) For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant’s predecessor in
interest provided substantial support for the study?

Investigation #1

YES /__/ Explain NO / /  Explain

Investigation #2

YES /_ / Explain ‘ NO /__/ Explain

n—.-.-.—o—-—n-'—.—c—.—-o-o—.-.-.—
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Signature of Office/

(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be credited with having *"conducted or sponsored" the study?
(Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
(not just studies on the drug), the applicant may be
considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES / NO/_I__//

iy,

If yes, explain:

Dafe// /7? w 795

ki /39

Dat L

Division Director

cc:

Original NDA Division File HFD-85 Mary Ann Holovac

APPEARS THIS WAY ON ORIGINAL
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